(Received for publication September 24, 1992) Milbemycins are a family of sixteen-membered macrolides produced by Streptomyces hygroscopicus subsp. aureolacrimosus.
They exhibit broad-spectrum insecticidal and acaricidal activity. *~3) In the course of our studies on the microbial conversion of milbemycins, we obtained 13/?-hydroxymilbemycins A4, A3, D, 13/Miydroxy-LLF28249a, 28-hydroxymilbemycin D, and 28-hydroxy-LL-F28249a by using Cunninghamella echinulata.^In the former effort, some of the microorganisms were estimated to convert milbemycin A4
(la) into 28-hydroxy derivative (lb) which was anticipated as a useful compoundfor synthesizing new milbemycin derivatives. However, the low conversion yield prevented isolation and structuredetermination of the fermentation mixtures. We continued the screening to find a microorganism which possessed higher hydroxylation activity. Consequently Amycolata autotrophica subsp. We have reported that C-30, C-26, and C-29 methyl groups of milbemycin A4 (la) were 519 hydroxylated by microorganisms.5~7) In this report the 28-hydroxylation of milbemycin A4 (la) was confirmed. Thus, all the methyl groups of milbemycin A4 can be selectively hydroxylated by microbial conversion. Further studies on microbial conversion of milbemycin A4 (la) involving the side chain at C-25 are in progress.
